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Assistant Commissioner For Patents 
Washington. D.C. 20231 

SUPPLEMENTAL DECLARATION UNDER 37 CFR 1.131 

Dear Sir 

1. This Supplemental Declaration is submitted to supplement the Declaration Under 37 CFR 1.131 
mailed on 25 August 2000 in response to the 30 March 2000 Office Action in the parent application. United 
States Serial No. 09/449.124 (herein "Dedarafierf). During the prosecution of the above-referenced 
application. I became aware of the fact that the Declaration contained an inadvertent typographical error m 
the page number listed for the Furey Abstract. This Inadvertent error is corrected In Paragraph 2 herein. 

2. This Supplemental Declaration is submitted to establish completion and reduction to practice of 
the invention in the above-identified application in the United States at a date prior to 24 August 1999. It Is 
my information and belief that the Information Center of McNeil Consumer & Specialty Pharmaceuticals 
Division of McNeB-PPC. Inc.. the assignee of record to the entire right, title, and Interest in the above- 
identified application (hereinafter -Assignee-), received a copy of the abstract entitled "Efficacy and Safety of 
Ibuprofen (I) Liqulgels in Migraine Headache: A Randomfced. Double-Blind Placeoo-Controlled Study" by 
Furey. et al.. as published in Volume 39(9) of the Journal of Clinical Prarmacology on page 978 (Sept. 1999) 
(hereinafter "Furey Abstract"), on or about 24 August 1999. It is further my Information and belief that this 
volume of the Journal of Clinical Pharmacology was mailed to Its subscribers on or about 20 August 1999. A 
copy of the Furey Abstract is attached hereto as Exhibit A. The Furey Abstract was cited in the Office Action 
mailed on 27 February 2002 in the above-referenced application. 
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3. I. Joseph R. Codispoti, MD, am the sole inventor on the invention described and claimed in the 
above-identified application. 

4. As of approximately August 2001 until the present, I am employed by Sanofi-Synthelabo 
Research and Development located at 9 Great Valley Parkway, Malvern, PA 19355. Previous to that date, 
and at and before the completion of the invention. I was in the employ of the Assignee. 

5. I understand that the claims of the present invention have been rejected In view of the Furey 
Abstract 

6. Appended hereto as Exhibit B is a true copy of the Clinical Study Report entitled "A Single Dose, 
Randomized, Double-Blind, Placebo-Controlled Study Evaluating the Safety and Efficacy of Ibuprofen 200 
mg and 400 mg for the Treatment of Migraine Headache Pain (hereinafter 'Report"), which was performed at 
my request and which memorializes the conception and reduction to practice of the claimed invention. 

7. On page 12 of the Report, it can be seen that the invention of this application. I.e. a method for 
mitigation or treating photophobia and phonophobla associated with migraines by providing an effective 
amount of ibuprofen as the sole anti-migraine agent, was made prior to August, 1999, which is earlier than 
the 35 USC §102(f) date of the Furey Abstract 

8. All dates that have been redacted In the Exhibit are before August 1999. 

8. I. Joseph R. Codispoti, further declare that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed to be true; and further declare that 
the statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or Imprisonment, or both, under 35 USC §1001, Title 18 of the United States Code, and 
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Clinical Study Bepon 
Ibuprofen Tablet 200mg 
McNeil Consumer Healthcare 


1. SYNOPSIS 


r 


Name of Sponsor/Company 
McNeil Consumer Healthcare 

Name of Finished Product: 

Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Name of Active Ingredient: 
Ibuprofen 


Individual Study Table 
Referring to Port of the 
Dossier 


7 


Volume: 
Page: 


(For National 
Authority Use 
Only) 


Title Of study: A Single-Dose, Randomized. Doubte-BUnd, PlaeeboComroiied Study Evaluating the Safety | 
and Efficacy of Ibuprofen 200 mg and 400 mg lor the Treatment ot Migraine Headache Pain. 

Investigators: The 16 investigators are listed in Section 4, investigators and StuoV Administrates Structure 

Study Centers: The ia Investigative sites are listed in Seedon'4, Investigator* and Study Adrnifttatrotive j 
Structure I 

Phase ot development: 111 



Objectives: The purpose el this study was to evaluate the efficacy and salary ot foupnrfen 200 mg end 
Ibuprofen 400 mg for me treatment ol pain associated with migraine headache. - 


Methodology: This waa a mutdcenier. single-dose, rartdomtzed, double-Wind, pataflefc r ~ 

study of approximately 600 subjects, IB years ol age and oldar k experiencing at teaat moderate pairM 
with migraine headache, Foltawing a screening visit, eligible subjects wee* nMonAf assigned t o 7 ~— , 
Ibuprofen 200 mg, ibuprofen 400 mg or placebo. Subjects left the mvestlgaflve canter w Wt one doae ol Dandid j 
study drug, a timing device, and a subject diary* After the occurence ol a migr^e r^tWie ot ihnw 
moderate intensity k subjects dosed with study medication and recorded In the alary the date eno wmew tBuoy 
medication administration. Efficacy and safety were assessed at specified IntenjaJa for ate houra leOoe^ihB 
use of study mediation. Subjects returnees to the site tore follow-up via* within 72 houra after dosing wan eajoy | 
medication. 

Number ot subjects: t t AAm . , 

Thin study was designed for the completion ot at least 600 subjects. Data weiw evalabrB lot 649 au^e<».alOt 
whom were included in an tntetiMo-treet efftoacy analyst*. Ail subjects amo dosed with^ study , 
who had efficacy dale were included In the intent-to-treat anaiyala, Data were avertable tor 641 suojeOB ft Be | 
por-protoool analysis. The table below summarizes the distrtbutlon of these oubjecta by tfeatnent group: 



tbu 200 mo 

Ibti 4Q0 ma 

Placebo 

Total 

Enrolled 

intenwo-Traat 

PefwPreiocol 

240 
216 
214 

239 
219 
214 

234 
214 

213 

713 
648 
641 
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Clinical Study Report 
louproten TaDtotaoOmg 
McNeil Consumer Healthcare 


Name ot Sponsor/Company 
McNeil Consumer Healthcare 

, Name of Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Name of Active Ingredient: 

ibuprofen 


Individual 
Referring 
Dossier 

Volume: 
Page: 


Study 
to Part 


Table | (For National 


of the 


Authority Use 
Only) 


I The labia below summarizes the demographic charaaeristtea for all subjects enrolled: 


Characteristic 


Mole 
Fnmale 


tbu 200 mg 
(U = 240) 


ibu 400 mg 
(N*239)_ 


Placebo 


Total 
JN»713) 


42 (17.S) 
196(625) 

38.9 


Mean age (yra) 
£ace<r..%). 

Alrtcan-Amencan ,*5 (6.2} 

— -11 (4.6) 


Olhor 


3S (14.6) 
304 (86.4) 

38.5 


200(83.7) 
IB (7.5) 
21(S.6)_ 


34(14-5) 
200 (85.5) 

3&2 


206 (BB.0) 

12(62) 
16(6.8) 


111 (1S.G) 
602 (84.4) 

38.6 


620(87X1) 
4S(B.3) 
48 16.7) „ 


, O/agnosis and main criteria tor '"''^ 

history of one migrant) hwidache every wo montna to sot migraine neadacnea per m™. 
docketing or Incapacitating. 

Test product, dose end motto of administration, batch number: study drug treatment 
Moirin IB. 200 mg and 400 mo. oral tablet, control number C-77MB. 


Duration of treatment: Subjects ware traded with * sing* Jseoi S ^ a ^J!^^^'^^ 
t mlgrain*. Subjects **re evaluated tor sa hours after sartag trawinent Alter mar* em sway 
subjects retumod to ma investigative sitn lor a follow-up visa. 

Reference therapy, dose and mods of administration, batch number. Retort** tnwapy 
consisted ot ah oral placebo tablet, control number G-220-6A. 

Criteria lor evaluation: .. .. . ,, - nrtuction * 

I E/f/eaey: The primary efficacy endpeM was ^.J^f^tSS poSmeo^on 
baseline pam tmeneity horn severe (3) or m«3eraie(2) lo mrid (1 I or "^^^LHaVipwi imenerty 
assessment fime (defined as ^spo^enf). An a^n^pwne^lcav^^ P^j^ pam 

dlttereno. from baseline at two hours. Secondary ^J*^-^^ »band ate 

tree ai wo hour.; pe.rert.99 * subjects wttn "-f^^O™ SSr^dSTmUel horn 0-SroO hour*, 
hours; time to rescue and rescue rate: pain intensity flWIerencea ,ro ^ a "^^l^J^ 1rolB «j5 to 6 hours; 
1 SPID, TOTPAR seventy differences from baseline tor the «^^^^S^iSi » and Mens* ! 
! emergence ot associated sympioms: subject rating of overall impression of mediation, ana unw. 
d rocuntjnt headache*. 

Safety: Safety asaessmenis consisted ol a routine physical examination at baseline end rr*»tartng ot adverse 
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Ibuproren Tablet 200mg 
McNeil Consumer He Uhcare 



Name of Sponsor/Company 
McNeil Consumer Healthcare 

Name of Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 rng) 

Name of Active ingredient: 
ibuprofen 


Individual Study Table 
Referring to Part of th 
Dossier 

Volume: 
Page: 


(For National 
Authority Us Only) 


Statistical Methods: There were three palrwise comparisons ot Interest for analysis: ibuprofen 200 mg vs. j 
placebo, ibuprofen 400 mg vs. placebo, and ibuprofen 200 mg vs. ibuprofen 400 mg. Each of the statistical testa 
described befow ware performed for each treatment pair at the 0.05. two-taU alpha level. The ImenHo-treat 
analysis was the primary analysis. 
Primary Moasure ar 

A Cochran-ManteL-Haenszel test ol general association stratified by baseline level of pain intensity was used to 
make pnlrwfee treatment comparisons ot response rates. A three-way ANOVA (Treatment. BaaeUra Pain. 
Investigator) was used In the analysis of pain intensity difference (PID) from baseline at two hows; pairwiae 
treatment comparisons were made using Rshere protected LSO technique. 
Additional p ain measures; 

The peruana ot subjects who were pain tree was analyzed with a CochrarvMantel-Haenszsf test of general 
association, stratified by Initial level of pain intensity. PtQs at rimes other than two hours and SfHO were 
analyzed similarty to the analysts of Pio at two hours. A two-way ANOVA (Treatment, Investigator) was used tor 
the analysis ol pain relief (PR) at each time point; TOTPAR was analyzed similarly. 
Associ ated svmpt,orfa; 

For subjects reponlng each symptom at baseline* differences from baseline in severity el nausea, photophobia, 
phonophobla. and functional disability at each measurement interval during the six-hour follow-up period wore 
analyzed using analysis techniques identical to those outlined lor PIO above with the exception that the basellno 
seventy of each Individual symptom was included in the ANOVA model in place ot baseline laiailarho pain ! 
intensiy. Thejtttss of emergence of each associated symptom after basetina were analyzed uatoQ Fisher's 


exact testa. Pairwiae treatment coropartsona of the percentage of subjects wttr the severity ej nausea, 
photophobia, phonophobta, and functional disability reduced to *none* at two and si* hours wan analyzed with 
CcchrarvMantoHHaenszet testa of general association stratified by baseline level ot each symptom. The 
incidence of vomiting combined across aH measurement intervale was competed using Fisher's r 



Palrwise treatment comparisons lor the overall impression of the stuoy medteation were made using the 
extended Cocnrar^Mantev-KBenszel test with mean modified ridit scores, stratified fay initial level ol pafci intensity. 
Pairwtse treatment comparis ons of time to recurrence of migraine headache were performed using the WSccxon i 
test available In the SAS* LIFETEST procedure* Only sub}eci* who were *reapondftf«- at two hours end had a 
recurrence of moderate or severe migraine were Included In tie analysis. Palrwise treatment co mpof lao rn of 
seventy of the pain associated with the recurrent migraine headache were analyzed using a Ooctna 
Haensza) test of general association, stratified by initial level of pain Intensity. Only subjects efth e 
migraine headache ware Included In this analysis. 

Pairwiae differences in the survival distributions b et w ee n tr ea tmen ts for the time to rescue were 
the WUcoron test available In the SAS* UFETEST procedure. Rescue rates at sis hours were 
Co^w^ter^H aenszel test stratified by initial level of pain intensity 

The two primary measures were analyzed by baselkie pain, gender, and race. In addition, the 
respondent at two hours was analyzed by menstrual staois (yes/no). 
Safety Mocauro o; 

Tho frequency of adverse events and frequency of withdrawal from the study were compared 
groups with chi-square tests. 


using ! 


of 

treatment ! 
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Clinical Study Report 
ibuprden Tablet 200mg 
McNeil Ccnsunw Healthcare 


Name of Sponsor/Company 
McNeil Consumer Healthcare 

Name of Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Name of Active Ingredient: 
ibuprofen 


Individual Study Tabl* 
Referring to Part of the Dossier 

Volume: 

Page: 


(For National Authority 
Use On!y) 


EHlcscy Results: Key Mff** and baseUna cftmMc. rf the intenHO-ue* pcpuUuton are gh*n 

I below. 


Characteristic 


Sex (n.%) 
Male 
Female 

Mean Ago (yre) 

Race (n.%) 
White 

African- American 
Qtnor 

Baseline Pah) 
Moderate 

gowtffp 


idu 200 mg 


ibu 400 mg 


piaceoo 

JNi214L 


Total 

(N«649) 


36(16.7) 
1 B0 (83-3) 

38.B 


191 (B8.4) 
14 (6.5) 
11 (S.1) 


144 (66.7) 
72 (33.31 


33 (16.D 
186 (B43) 

38.5 


185(64.5) 
IS (6.B) 
19 (6.7) 


168(72.1) 
61 (27 


29(13.6) 
165 186-4) 

38J6 


191 (89.2) 

11 (5,1) 

12 (5.6) 


152(71.0) 
62 (29.0)_ 


96 (15.1) 
SSI (84.9) 

38.6 


S67 (67.4) 
40 (6,2) 
42 (6\5) 


454(70.0) 

i9S tmtn_ 


I The toy eltaicy resuits ttom mte study aw summarized In <he tab* 


jndpo'mi 

Peln to mttd or none ■* 2 hour* W 
Baseline Pain = Moderate 
Baseline Pain » Sever* 
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Name of Sponsor/Company 
McNeil Consumer Healthcare 

Name of Finished Product: 
Motrin Migraine 
(Ibuprofen Tablet 200 mg) 

Name of Active Ingredient: 
buprofen 
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In addition !o these results, mere was a significantly greater reduction from Dasefine m mean seventy t 
migraine-associated symptoms ol photophobia and Junctional disability tn both teuprofen groups compared to 
placebo at all time points in tne interval from two to six hours alter Cosing. For phonophobia, mean seventy 
differences were significant only for the 400 mg ibuprofen dose relative to placebo from one to sot nours and tor 
nausea, there were no differences between treatments at any time interval. 

Safety Results: Ibuprofen was well tolerated and no safeiy issues were identified in mis migraine headache 
population. Overall 34,6% of subjects reported adverse events; there waa no significant difference among 
treatment groups. In addition, drug-related adverse events were reponed by 24.7% ol study subjects; inerewas 
no significant difference among treatment groups. The most common adverse events were in the tfgeOTve 
systom (mainly nausea and vomiting), occurring in 302% at study subjects. There was no significant difference 
among treatment groups; It Is tnerefore most likely that these symptoms represent the normal sequelae ofa 
migraine headacfte attack. No serious adverse events or deaths were reported* Three subjects diSCTntonued 
therapy due lo adverse events, two subjects in the ibuprofen 400 mg group and one subject In the placebo 
group. 

Conclusions: Ibuprofen at OTC doses oi 200 mg and 400 mg Is an effective treatment for tte tempocary 
reHel of migraine headache pain ana the associated symptoms ol migraine including photophobia and functional ! 

disability. 

Efficacy results for subjects with severe migraine pain intensity are not inconsistent with the ^nvd tabeSng 
regarding OTC Ibuprolen dosing wnlch directs consumers to take 400 mg if pain does not respond tozoomg. 

All secondary efficacy measures including pain relief and pain intensity difference showed 
the primary efficacy outcome measures. 


consistent w*h 


me primary emcacy ouicoma meosurvo. . 

Ibuprofen was well tolerated and no safety Issues were identified in this migraine headache populattaiu There 
were no significant differences between either dose of ibuprofen and placebo in the Incidence of adverse avemu i 
The seventy and nature ol adverse eventc were similar among groups. No serious adverse evenia or deem 
were reported. 
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